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Scheme 1. Platinum-Mediated Bioorthogonal Bond
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Figure 1. Platinum-mediated decaging reaction engineering.
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Figure 2. Examination of the platinum-catalyzed bioorthogonal cleavage reaction.
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Figure 3. Platinum-mediated decaging in cells.



2 d
j .( (0] | \/\/U\ N“ MMAE .
HS SH + Ph)k/\n/"‘\/\o/\/o Z | ) Hela cell l
o

F16 (7.1 uM)

14 (40 equiv.)

10% MeCN/NaP, pH 7.4

(0]

1: MS ES+

37°C,1h
Y
5 :
s | /\)L N MVAE
N\/\O/\/O a |
o)
Ph” N0
F16-14 (c, 6.8 uM)
C
100 22703 100- 23785
: MS ES+ A ;
F16 light-chain 1 696 e en
Calcd. 22693 aica.
s xR
0 abdedsdinend Py A h; 5 mass 0 :
15000 23000 29000 15000 23000

100 , L
l F16-14 g i
ve » s -
o 8 {)C. 4 YR
Bl ® = MMAE
i g =
leF’th 0 F o s S B B
® Y 0\\;\&\&&»\&@@\“ i \k@\&&»\“\&
..’ ® e non-viable cell '%&@90 Q@.\u\@&\ & &‘Tf\ <<'\"<>'
w ° o Q@\ PN ((\b,\“
L Figure 4. Platinum-mediated drug decaging from a

noninternalizing ADC

a
. 9 + DMSO 9 + CisPt
mass @
29000 1.9for24 h
2. wash

DMSO for 24 h CisPt for24 h

gET= ==

Figure 5. CisPt Decages the Fluorogenic Probe 9 in vivo.
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Figure 6. CisPt-mediated prodrug decaging in zebrafish xenografts
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